Trifluoperazine protection of hypoxic myocardium.
Effect of trifluoperazine (TFP) (2.5 X 10(-7) M and 2.5 X 10(-6)M)--an inhibitor of calmodulin, on Langendorff-perfused rabbit hearts was examined. In the normoxic hearts TFP increased coronary flow and reduced force of contraction and oxygen consumption. In the hearts subjected to 180 min hypoxia followed by 30 min reoxygenation TFP reduced hypoxic release of LDH by approx. 50% and improved recovery of coronary flow, oxygen consumption and force of contraction upon reoxygenation suggesting protection of the heart against hypoxic injury. Reoxygenation-induced release of LDH was blocked in the TFP-pretreated hearts. It was not affected when TFP was administered only during reoxygenation. This suggests that TFP does not prevent reoxygenation-induced damage as such but only some changes developing during hypoxia which make myocardium more vulnerable to the reoxygenation damage. The mechanism of the TFP-induced protection of hypoxic myocardium is not apparent from this study. One of the possibilities is anti-calmodulin action of the drug.